Posterior probabilities are derived from a multifactorial likelihood analysis.
Comparison of CADD-based binary classifier with multifactorial likelihood
The multifactorial likelihood model's [Thompson et al., 2013] combination of customized MAPP + PolyPhen2 was found to perform best with an R 2 (the coefficient of determination) of 0.62 and an area under curve receiver operating characteristic (ROC-AUC) of 93%, when distinguishing classes 1 + 2 collapsed as "likely not pathogenic" versus classes 4 + 5 collapsed as "likely pathogenic". As a comparison, and not related to the cumulative link model, we performed a binary classification using CADD scores and obtained a ROC-AUC of 85%, showing that while a CADD-based binary classifier for MMR gene missense variants performs reasonably well, it does not perform as well as a disease-specific model. The data and R script for this analysis are available at http://www.molgenis.org/downloads/vdVelde_Kuiper_etal_2015/.
